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INTRODUCTION :

e The development of inhibitors is one of the most serious complications in haemophilia management.

The model comprises: initial home treatment for a bleed; subsequent treatments for a bleed at a
Haemophilia Treatment Centre (Comprehensive Care Centre (CCC)); probability of switching from one
treatment to another; duration of use of each treatment; probability that each treatment will resolve a
bleed; probability of a re-bleed; and treatment for managing a re-bleed.

another 17% within 96 hours. Up to another 17% of bleeds initially managed with aPCC at home would be
expected to take longer than 96 hours to resolve.
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o The model contains resource utilisation estimates associated with: haemostatic drugs, co-medication,

e Most patients with high titre, high responding inhibitors, cannot be treated using conventional therapies. outpatient visits, inpatient stay, clinical tests and investigations, and ambulance transport.

Bleeding episodes in these patients in the UK are usually treated with activated recombinant 09
Factor VII (rFVIla; NovoSeven) or activated prothrombin-complex concentrate (aPCC; FEIBA) first-line. ®  Unit resource costs at 1999/2000 prices [3-5] were applied to the resource utilisation estimates in the decision 08

® The objective qf this study was to estimate the economic impact of using rFVila compared to aPCC to manage wﬁgilFt\;ilgeat:én;lpcecthe expected mean NHS cost of initially managing a minor bleeding episode at home 0.7
a minor (i.e. mild to moderate) bleeding episode among patients who have high titre, high responding . 0.6
inhibitors (>10BU), from the perspective of the UK’s National Health Service (NHS). e The model also estimated the expected mean time to bleed resolution following initial treatment at home 0.5
with rFVlla and aPCC. 0.4
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e The efficacy and resource utilisation associated with first-line treatment at home with rFVila and aPCC was 0.0

obtained from published trials [1,2].
A mean 3 doses of 75 units/kg body weight of aPCC (at home or in a hospital setting) controlled 79% of
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A i The expected cost of managing a minor bleeding episode following initial treatment at home with rFVila was
all mild to moderate bleeds within 36 hours. © Rem ang : °
estimated to be £12,944. The expected cost with aPCC was estimated to be £14,645. Figure 4: Distribution of the expected mean time to bleed resolution in adults following initial treatment at home.
A mean 2.3 doses of 90pg/kg body weight of rFVIla at home controlled 92% of all minor bleeds within
24 hours. 0
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003 ) Re-bleed e According to our model, 77% of cases treated with rFVlla would be expected to cost the NHS no more than : . . Pl ;
A minor bleed Mo frtherbleeds e £10,000 and up to 27% of cases would be expected to cost between £10,000 and £20,000. In 68% of cases (IS T LT (U Gt T i e T et o U @it ez
among il Seed contoled__[ 03 treated with aPCC, the NHS cost would be expected to be no more than £10,000 and up to 18% of cases o The protocol in the Key study [1] recommends treatment within 8 hours from the onset of a bleed. However,
iy i atccc ass L Reeed would be expected to cost between £10,000 and £20,000. In fewer than 5% of cases treated with either the Hilgartner study [2] did not specify such time. Consequently, it was not possible to determine the effect
e $I e e haemostatic would the expected cost be more than £20,000. of time from the onset of a bleed to treatment on the outcomes of our model.
continuous N nfusion, npatien) __ Bled controlle
= L Blod conroled o
s
(rent Bled conrol 3
— % Rebloed 1.0
No further bleeds o o The costs of managing a minor bleeding episode at home with either re ",
L’"}"‘”‘“’: S 0.8 using rFVIla at home instead of aPCC is expected to resolve a minor bleeding episode in about half the mean
“ = 0.7 time, but at no additional cost to the NHS. Hence, the decision to use either rFVlla or aPCC at home for managing
leed controted [ S 0.6 a minor bleed should be based on efficacy, safety and patient and not drug isition costs.
Bied conole
3 === 0.5
Lot bome RS e o further s 04
= s sestcommotes [ g 03
om 0 L Rebleed
Bleed uncontrolled 015 0.2
e I P o <% <1% 2% 3% 1% 2% 1% 1% <% - Koy s, Aedrt el o of mildto episodes using Vila (NovoSeven) in haemop! inhibitors
F— [ crtmn RS s Vo oot st cnunted £ o3 00 2. ligariner M, Alecort L Andes A, GII ) and the members of the sPCC Study Group, Eficcy an safey of vapor hested antnhlbitor cosgulant comple in haemophils patints, Trarsfusion
e 0 X
o T T T T T T T ! 3. et A Dot & Knight . Ui coss of elth nd s cre 199, UrversyofKet, antrbuy: Persona S Sevces Rsearch U, 1999
o frther hewts £10,000  £20,000  £30,000  £40,000  £50,000  £60,000  £70,000  £80,000  £90,000 4 Monthly index of MedicalSpecialtes 2000 editions. London: Haymarket.
Bled conrolled__ [ 3 _ X 5. Department of Health. Drug Tarff May 2000 Edition. London: The Stationery Offce.
F— m L nebiees Expected mean NHS cost per bleeding episode & Lodlam C.Funding artangemens withinhe UK. Hoémophils 1996, Suppl. 1 134
nptens o 7. Lipton RA. The economics o Factor Vil inibitor treatment. Seminars in Haematology 1994 31, 2(5uppl 4: 37-8.
3 I coninuod RS ey et contted Mo further bleeds Figure 3: Distribution of the expected cost of managing adults with a minor bleed at home.
@ 5 Roesd
o5

ACKNOWLEDGEMEN

Figure 1: Decision tree modelling the management of a minor bleed among adults with inhibitors (>10BU)
; ) ) ; ] The authors would ke to thank the folowing for theircontributions: O P Boton Maggs, Royal Liverpool Chidren's Hospital, Alder Hey™s Or E halmers, Royal Hosptal for ick Children,
who start treatment at home with rFVlla or aPCC. . Thhe expeCCEE_d tlmz to rﬁSOf\ymg‘_a minor bleed at home with rFVila was estimated to be 32 hours and 60 hours Glasgow: Dr P Colin, Universty Hospital of Wales, Cardif*; Dr G Dolan, Queens Madical Centre, Nottingham; Dr P Giangrande, Oxford Haemophilia Centre; Dr | Haan, Great Ormond Street Sick
i ient wi when aPCC is used as the first-line treatment. ChilarnsHospital, London; O C Hay, Mancheter Royl Infimary* Dr ¢ Hock Toh. Royal Liverpool Uniersty Hospital D  Jones, Royal ictoia Hospial, Newcastl: Prof C Lee, RoyalFree
Numbers denote the probability that a patient will follow a particular path. Hospital, London; Prof C Ludlam, Royal Inirmary of Edinburgh; Dr M Makri, Royal Hallamshire Hospital, Sheffield; Dr O McNulty, Royal Victoria Hospita, Belfast Dr B McVerry. St James
’ ; - ) - ; riversit Hospitl, Leeds,br T Noakes, North Hampshire Hospial, Basingstoke; b D Perty,Royal Free Hospital London®s Dr M Richards, Chifdrrss bay Hospital, Leeds Dr M Sith, St. Thomas'
e According to our model, there is a 78% probability of minor bleeds initially managed with rFVla at home e Lomon-£ D  kevers, Mardheser o ol O & homes Ryl Horpha o S Chlden, Edmourghes O 1 Wake lsgom Repel It o Wide, oo S

e Consensus on the clinical studies, probabilities and resource utilisation estimates used in the model was
reached at an expert panel meeting comprising seven of the panel members.

being resolved within 48 hours, and another 21% within 96 hours; <1% of bleeds initially managed with
rfFVila at home would be expected to require more than 96 hours to resolve. In contrast, there is a 66%
probability of minor bleeds initially managed with aPCC at home being resolved within 48 hours, and
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